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EFFECTS OF THE CHINESE TRADITIONAL MEDICINES “MAO-BUSHI-SAISHIN-
TO"™ AND “YOKUININ” ON THE ANTIMYCOBACTERIAL ACTIVITY OF MURINE
MACROPHAGES AGAINST MYCOBACTERIUM AVIUM COMPLEX INFECTION
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We previously examined the effects of two Chinese traditional medicines “Mao— Bushi—
Saishin-To” (MBST) and “Yokuinin”, on the therapeutic efficacies of a benzoxazinorifa-
mycin, KRM~-1648, against Mycobacterium avium complex (MAC) infection induced in
mice. MBST but not Yokuinin potentiated the therapeutic activity of KRM-1648 against
MAC infection. In the present study, we examined the effects of these traditional medi-
cines on some M¢ cell functions. First, MBST significantly potentiated M¢ anti—-MAC anti-
microbial activity, while Yokuinin did so to a much lesser extent. Secondly, MBST and
Yokuinin each strongly inhibited production of nitric oxide (NO) in MAC-infected M¢s.
Thirdly, treatment of Mgs with MBST or Yokuinin caused reductions in the accumula-
tion of IL-10 in culture fluids by MAC-infected M¢s during the first 2-days cultivation.
On the other hand, in the separate experiment, treatment of Mgs with these drugs caused
no significant change in the accumulation of TGF- 8 by MAC-infected Mé¢s at day 7.
These findings suggest that these Chinese traditional medicines, particularly MBST,
potentiate M@ anti-MAC antimicrobial activity, however, NO do not appear to be cru-
cial effectors in the anti~-MAC activity of MBST- or Yokuinin—treated M¢s. Moreover,
MBST- and Yokuinin—mediated down-regulation of the production of IL-10 in MAC-—
infected M@s may be related to their potentiating effects on M¢ anti—MAC activity.
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Fig. 1 Effects of MBST and Yokuinin on M¢
antimicrobial activity against MAC.
M¢ monolayer culture on a 6.0-mm
well was pretreated in 5% FBS-RPMI
1640 medium in the absence (o) or
presence of 10 or 100 x#g/ml each of
MBST (e, 2) or Yokuinin (s, o) for 2
days, thereafter infected with MAC
organisms (1.6X10® CFU/mi) for 2 hr,
and cultivated in the presence or ab-
sence of corresponding test drugs for
up to 7 days to monitor intracellular
growth of MAC organisms. Each
symbol indicates the mean + S.E.M.
(n=3). *: Significantly smaller than
the value of untreated control Mes
(p<0.05; Student’s ¢-test).
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Fig.2 Effects of MBST and Yokuinin on NO
production by MAC-infected M¢s. Mg
monolayer culture on a 16-mm well was
pretreated with 30 #g/m/ each of MBST
or Yokuinin for 2 days, thereafter in-
fected with MAC organisms (2.5%X 107
CFU/ml) for 2 hr, and cultivated in
fresh medium for 24 hr to measure the
NO production. Each bar indicates the
mean = S.E.M.(n=3). *: Significantly
smaller than the value of untreated con-
trol M¢s (p<0.01 ; Student’s ¢-test).
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Fig.3 Effects of MBST and Yokuinin on IL~10 and TGF - B produc-
tion by MAC-infected M¢s. M¢ monolayer cultures in 6.0
—mm culture wells were pretreated with the indicated con-
centrations of MBST or Yokuinin for 2 days, thereafter in-
fected with MAC organisms (1.5X10® CFU/ml) for 2hr, and
cultivated in the presence or absence of corresponding test
drugs for up to 2 and Tdays to measure subsequent produc-
tion of IL-10 and TGF-#, respectively. Each bar indicates
the mean = S.E.M. (n=4). *:Significantly smaller than
the value of untreated control M¢s (p<0.01;Student’s ¢-

test).
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